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(57) Abstract 

Intimal thickening inhibitors containing 
as the active ingredient oxyindole derivatives 
repre5ented by general fonmula (I) or salts 
thereof (wherein R' represents hydrogen, 
phenyl optionally substituted by lower aikyl» 
lower alkoxy, lower alkylaminoalkoxy. 
hydroxy, amino, lower atkylamino or 
halogeno, or pyridyl optionally substituted by 
lower alkyl, lower alkoxy, lower 
alkylaminoalkoxy. hydroxy, amino, lower 
atkylamino, halogeno, lower alkoxycarbonyl or 
carboxy; R^ represents optionally substituted 
phenyl, or pyridyl optionally substituted by 
lower alkyl, lower alkoxy, lower alkylamino-alkoxy. hydroxy, amino, lower alkylamino, halogeno, lower alkoxycarbonyl or carboxy; R^ 
represents hydrogen, optionally substituted lower alkyl, benzyl or bcnzenesulfonyl, or acyl; R* represents hydrogen, lower alkoxy. 
halogeno, amino, lower alkylamino, carboxy, lower alkoxycarbonyl, optionally substituted phenylcarbamoyl, or trifluoromcthyl; X 
represents CH or N; n represents the number of the substituents ranging from 0 to 4; and the double line composed ofdotted and solid lines 
means thai this bond is either a single or a double bond). These drugs show excellent effects of inhibiting intimal thickening and thus useful 
in preventing, treating and relieving proliferative vascular lesions such as vascular reconstriction after percutaneous n-ansluminal coronary 
recanalization, arterial sclerosis, peripheral embolism and angiitis. 
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m m m 

mmm^m±m^iii^m-roz.t(D-^mfmm^ai)<mm^nxi^^o 

(Percutaneous Transluminal Coronary 
An g i o p 1 a s t 5% ^^TPTCA) f}<rf-^lt>nxi^ PTC A(i. mm 

^m^t6ztti<. xmW}mm^>b^<^v-yt!i^-f)u^mm^^izmxLXi4> 
'timux^<ji->^m^i-^^ ^mfi^iztin.^^m^^ii:^f^miix^to. 

^i^'L^m^mmimm^omimomi^^imiz^pfi < . mtitzf^mmtLx-m 
^i^tLTt^5o t z 6i)'P T c Amm^m trntxit'^i^mm^^i^ z -rmm^ 
3 0-4 o%gg*)0, ^oiSi'^nmp T c A^mrft if}^ik'^y<^ y<x'iKj^n 
ty^'^^n-f. ztLi)<^0fi±.mx(DmM.'^.tti-oxi^^o ptc A^mm^nm 
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./N-h-^i'-t-;b(Br. Heart J. ), _5_8_, 6 3 5-64 3 
( 1 9 8 7 ). t ^ -v > • /<7 n (H u m a n Pathol. ) , 2 0. 
477-485 (1989) ##BS] „ 

■\±^<^ti^tiX^i-i [T / t y • - h • ^ -i- Jl (Am. Hear t 
J. ), 122. 171-187 (1991)3o <b /jT o 'J >m 

om^ti^mmM. Txt:',j>. >^e'jyt-A> ^9^t'y>. 

XX a Y vmm(^\fi^&Mmx {.^tnomm hmm^zii&mx^m Lf^i^ti 
h (#rf§¥ 6 - 1 3 5 8 2 9 ^i^ig) /j^^if '^j^ i./j<. Wim^i. M.%nmw. 

iiftlfb-^l^ t LT{1> #i:^fiS 4 3 - 3 1 9 5 ^^i>fg> 'J -#g^ 'x^fffllfi 

6 5 4 5 2 ^'^fR. 4 0 0 2 7 4 9 ^'i^n. I y x. 'i t -r 

(Chem. Ber.), 91. 2095 (1958). InI91. 1898 
( 1 9 5 8 ) Sa^ttB^n^^ 3 4 1 3 2 9 %^'2im'^^^'X{t^liSL^mt LX. 

%.mw^%z 4 2 8 6 4 ^^'2im'^^^^x\m%um^mtLx. ^mm^ i - 

8 6 2 8 ^i:^fR(I4bH^TIil^L•9 0^lJXIi h5>4--7^'-^-<t LT. ilP^i>rffI§^ 

9 1/0130 ^n'2i%^\-i^^^xmrim^ntLx. ip^^i^rni^^ 9 2/ 
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0 7 8 3 o^<ciniz:ii6i^xii'pmn^?f:mBXii^mmoy-i^mmt tx. m\^-i: 
mtt^^ 5 / 1 4 6 6 m'j^miz^i^xitmB. ^-^^imm^i. tu^i.-i-- 
nBJA^(Di^mm t LT 3 - D t*T > V 1- - ;l -ty y -r i -^i-ji i 

Xh'J-(Eur. J.Med. Chem. ). 25 (2). 187 
(1990).[6l27 (2), 167 (1992). f5]28. 653 (199 3 ) 

iz^i.^xiiA:^mnf^i{t}i^^^i'^m^'^t^zt{t^U'hnx\.^^t\!t'^-\^m im 
mmtLx\m'hnxi^tiii--ofio tf~. ^¥^m^^m^x^^^^-y^ > 
jim^itomm^ t lxu. m^m 62-29570 ^<i>m. nm^ e - 

5 0 14 9 4 ^{^m. 7 - 1 0 8 9 0 0 m(D{t^m<^li 

<hn^i}<. 6 2 - 2 9 5 7 Q^'J^nRV^mW 6 - 5 0 1 4 9 4 

fc^^Tli^a ^>4•i--•tj■Ki|^?^^llrol^T, #£-¥ 7 - 10 8 9 0 O -^-i^^l^C 
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( a ) R ' ij^iKI^M'FXh^m-^ : R ' LX7Km)i^^ L < (if&^T 

S-g-^LT f'j i^^l/^^^L. R^' Sa'R^ MmW^^^yf-L. XISCH 

(b) R' ijm^^^tLr\m'rji^}im. imr )i:=i^-ym. f£mTA4--H 
Ti jTJi-=j^'-ym. 7Kmm. Ti/m. m&r 7i^jit i y m^L \ u^^^ 
ym^^^ntrhxi^y s^^fvminm^mt LnmTJiA-Jim. imrji ^ 

f£l8TAO^'>^. /NDy>)I-T-. T^ySc, ;^ A:tf+:>A|t. f£^RTA + 

ATws> {m,r )io^i/ti m^m^'nLx^^i^y x^)vti )v 
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jLh=^-y. n-:/n>t°+i/, -fvyot'+y. n-yh^y. l'V7' h^-:>. 
sec-7'h4-->. t-7'h + >^, n - ^ > ^ t-t ^ 7^>^- n :t-t- >\ 
n -^+^^l^+^Si^®®iIt^5?.(±^fitt©E^-^-|ft I - 6 mo^T Jl^^-■ym'^^ 

ST-fc^o {g.iiRT;l/4^^L'T ^ y T;io^->St LTIi. / ^ )IT I / / h ^'>. 
y f-;bT ^ y X h4^:/, y ^;i/T$ y -/n+'+v, y ^;Ly ~ y 7' h 4^ >\ y^ 
JIT i J ^yf- )iir^i^. y5^;UT i J ^^'y )l-^^y. xf-;lT i y y h^:>. 
xf-;i/T I J jLV^i/. x^yi/T ^ y -/n.-K+f/. n tiybT ^ y y h + 
n -7^0 tvb7 ^ y X h + i/. n - e;i/T ^ y 7'o;K4^:/, yy^;L y^y 
y h + ->. ^ y ^;iT ^ y X h + y y ^;i.T w 7°a't°4^y\ >>y^;tT- 
y7'h^■>^ ;<^;i^T i y^>^>'i:^-+i^, y ^^I/T ^ y -^^^^ Ai-+->, 
i>x^;i.T ^ y y h^^-^'^ i^xf^;[.T ^ y i h4^v, •:;xf-AT ^ y 7*0 +M=-s/, 
-:;xf-;i.T ^ y 7' h + :^, i;^x^yu7 ^ y ^>^;i/^+>. •:^xf-;i. t ^ y '\4- 
4^;UT ; JT )l^)vm^{%yr^'r:^. i\t :^ "f- >17 I J y K + y f-;LT 
^yxh^i/, vy^;i/T i y y K + y ^;bT i y x i-t-x. x^at^ 
y y + x^AT ^ yx V^'y%Xh^. ck 0 L < >^ y f- A T ; y x 
h + ->Sr^>'&o Mt;|/4^at $ y s<t LT(i, f5ilx.is y r £ y . xf-;i 

T^y. n-7°DliATiy. i-7'nt°ATiy, n-7'f-ATiy. y ^ 
AT^y. t^x^AT^y. -:>7°o t'AT i y gl^CTA + ASro^TljM^i^l^ I - 

4 y X(i::^MT A+AT ^ y S;!)^^if t^n. ff* L< y f-AT i 

±.i[i-«5it (1) tf^cR' ®il!^7 xxAS&a^R' XfiR^ (7)gi§i-e'j ivA 

S±(:*>l^rtt^^^l^MTAn+>:^ A,-tfxAS<L- LT(i, f5ilx-(i y h -t- >^ 
:^A7KxA, X h + i/:^7A;tfxA. n - 7*0 > A 4t'x A . ^' 7 7° n rf: •> 
;^ A ^'x A, n - 7' h + '> :^ A :iix A, 7 7' h -t > A -iix A , s e c - 7 h 
+ ->:^A.-KxA, t e r t - 7* h+-->:^ A-i^xA. ^>^ATf-t-:/t' A^'xA. 
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^ri. $f ^ t< (i-:^y ^^i/i^^u/N't-r AiT^6o 
±ie-ftxjti (1) ©R= ory/imtLxii. mmmTyjim. ^^^mr-yji 
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C>' T y S II ^ W 1" 6 I <t © 5 > •/ < X (i 7 f- A :^ ;t U S I j- 
•in. {?J;lii'^>7'^''t'. a -^-7-^ A;^ A;^"— A, y3 - 1- 7 f- A :^ A. --tt- n . 
2 - y f-AA:>7>f 3 - y ^A'^:>7'-r A, 4-y^AA;>W;L^ 2. 4 

- y f-^i/Oy-r A, 4 -xf- aa:> 7>r A, 2 - / h4'-S^^>7'-r a. 3- 

y h + i^^>7'>rA. 4 - y h + i/^>7V A. 2, 4 - V h + >^> 7 -r A. 

4 - X h + i/^ y "/-r A^ 2 - y h + - 4 - X h 4^ > 7 A. 4 - / 1—1^ 
>/:^7 A^xA^>7">r>'l'. 2. 4 - i^;' h + :>:'7A.if^A^>7V A, 4-xb 
4^->:!!7 A^JixAO 7y A, 2-^anA:>W;t^ 3 - n d a; > vV A , 4 

- noAiyv-^i';!,^ 2, 3 - ^ ^ O d a: > -/^ ;t. , 2 - 7 d ^ a: > ;t , 4 

- 7 A;^ao 7'>r A^ 2 -ti )it^^y<y/^ 11. z -ti ii^^^i^^yf 'i )i. 

4 - A*"4=-->^> 7''1' A. 2-:^Ty^>7^A. 4 - T y ^ > 7 A . 2 
hnA:>7'vf 4 h n a:> -/.r ^uxii 2 . 4 - h > 7 -< A^: 

-xf a^:^ A;nx;USi LTIS. ^Jx.(i 2 - 7 vxA:^ Ar^xA, 4-^T7 
'J A:*!? A^t^xA. 2 - + y 'J A:^ A^'xA, 2 - i^x A A ;tt"x;U, 2 - L* 
1; ^A^;l/'1^'x;i/, 3 - f; 'J )Vti )l^s=.Jl^ 4 - f'j y A/7 A^nxAg^T:?^^ 
If 6 n 60 

T 'J -A:^+^:^ ArttxASt LTIi. f^lx.^ 7 a y + y A ^Kx A . a- + 
7^A/^4'-L/:^ A*"xA. - f- 7 ^ Art" + >^ A -"i^'x A, 2-y^A7xy4-- 
yti)V^^ — )\,, 3 - y ^A7 xy +-^;'7 Ad^xA, 4 - y ^A 7 X y ^•>/; A.-t; 
x/L^ 2. 4 - -:/y f-A7 X y + >':'7 A^n'^A, 4 -x^A7 X y -t-->:'j A.+:^ 
A, 2 - y h + ^7 X y + :/:'7A:ii"xA, 3 - y h4^->7 X y + >/j A^t^xA, 
4 _ y 1.4.^7 J, y ^ ->:^;i, ;ttr:A, 2. 4 - >^ y h + '> 7 x y + y :/j A ^x A . 
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. 4 - j:- h ^ 7 i y 4^ ■> :^ ;U 2 - / h -t :> - 4 - X K 4- :> 7^ x 7 -i- 

2- 9aay X y ^i/fj Jlyr: — Jl\ 3 - 7 □ o 7 x / 4" -> yl r^'^ ;k 
4 - D o 7 i y + ^l^ — 2. 3 - d o 7 y 4"- :>t' ^l- rK—n. , 2 
-y'a^y J. J ^i/ti Jl^:-Jl', 4 - 7;L':to 7 x / + y ;l rtt'-n-, ;S - / ^- 
-•^7^>'b;i-4^->:^;i/rK::iA-. yS - y f-yi' - a - f- 7 ^ ;U^4- >• ^ 

±E-iJzx^ ( 1 ) OR= ©itlfeS^WLTfccl:^^^>•t■>x;^7 :i-zi/lS(:4o 

igaT;l. + ;i T^ yg. MT>'l.rJ4-->:^A :ti":^yL£<!: LT(i±jai(D t©;b<^<f 
'^^n^o g!l^ii^WLT^> J:i.^7 x^yl^:^;u^<t^yi.S(r:fci+^7 x^;l^±c7) 

■r4't5^. (a' ) R' i)<7Kmm'?-T^^m^ : ^^L\ii. r' f)^m^mt 

L T TKif L < (ifS^R TJUa^i/ S ^ 6 7 x ^ S X l± fSIS T i/ 
(b' ) R' t-<7mW.=^Xfl\>-m^ ■Al-^L<.{t. R' XliR^ (i(Wl-X(i«l 
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^^#LT^iJ:l^7x:^;i/SX Itmik T r: + -> it- -^ff L T T ^ c!: C ^ L:° ') > li 
;[/ 4^ T $ y < (ifSfS t vi. + ;i < ^ ^ ;i S ^ W L T J; i ^ mik t )i -t )i 

S-^W LT t J: I 7V JimXltm^M LT 7 X A ;^ h c fg^ii t ;l -t- /L E 
^W-r'2>0-tr >x;l/7 t-^'H^^L. it7\^i^M^. Ti jm. -hUrf:^- 

#(f'^>n. J:O^F*t<li. R' XliR' oT f 'j 

tiJ^i^t LT^ ^^L. 7'^;i, y h4^>, 7KS§-S> i^^^f-Jir 

I ^yf'-'bT $ y X h+-yX(iis^l^i^^WLTt J:l^7 x::-A£-^>T<L. 

{i7K^Ii-?-. ^^SirLTy h + i^^vT/l'-K-^u, x h 4- ^7 ;L *-7t . / 
^7bT c y^< (ii?y ^;l/*7l/^<^^>'l'^WbTt J:l^{£i?KT;l.4=-A£, gl^cS 

t Lr7 x-Afi±(iy h + ->:^;i.;n"^7i.s^wr^o >^^i$x(igi$ftg<t u 

X^i^it-^WM^i' ^n^o <^{zM-^L^^<t^<^tLX{i.. R' Xli 

i)<t'>}i^A. 7x-;U. hU^l-. 7'f-;l'7 x^^A-, y h^-iyy^-fl^ t K 
□ 4^->7x^>'lX(iyy^>'l^T ^ yxh + ->7xr.AS;^7FL. R'' lt7K^M^\ 
yf-A, y h + iy:^ ;l/'^>f'yi/, X h4^i^:^>'l"-i<'-7l y f-A, ^yf-AT 

^l-T ^ y Xlix h4-'>:^^b^"-^^S^^L. Xy;-^C H^?F n ^< 1 Xli 2 

-^Wno-^^ ( 1 ) Tgt>$n€>t+y< > K-^Ll^#f^li. #i>US4 3 - 
3 1 9 ^rfflflS 4 7 - 8 6 2 S^^i^lR, lir!^^i^^#^9 1/01306 

^-ii:fRSOBIPIi^^^t-^ 9 2 / 0 7 8 3 0 {5>J;i(STli:ic^ 

I 0 
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R3a 
( I d) 
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(2) Tg*^^noi>»l{L-&'l^)t-fe'iC (3) T^:b^n^)i>?:tlft^=f^'J 

AXJlt^^iyV\ i>:t^^y.mM. t -T ; ;LT;ln-;k l-7f-ATyL=3 
-;m^<5tJ^T-^Oo m^mtLXii. m^li7\<miti- h U ^^A. 7j<iS^f{b-r h 'i 

i|cD4$^J^^. hijx^;i.T^>. h*^7-:^>. e^'j-:^>. eD>ji^>. t"') 

i?>, U OA- t -7' h+-*f ^ K^cDffMS. g^iST>^z^OA. ism^^f- h 
•j OA^-^M^T-^-Sc ^Ct;(::|!^XT(i, -l^^xt: (2) ©{b^f^ 1 ^A(it-[L. 

-fiSrt (3) (Dit^!^^ I -s^Jifm. it^^^M^i-i o^'immm-r^o:) 

i^. -^^sC (2) Tat3^n-5fb^t)li. f?'J;^(i':^i'-i-A :t7' / ^ ^ > 
i-JV y^Xh'J- (J. Med. Chem.) . 37. 2033 C1994\> f-h7^Ni-D> 
b rS'-X (Tetrahedron Lett. ). 2857 (1979). , + --t-^l :t7" T / 'J > 

'y^:^;!. v+i-xv^^ (J. Am. Chem. Soc. ) , 5508 (1974).. i>r--i-n 
ty' r/^)i3y -j^x.^^ (J. Am. Chem. Soc.) . 5512 (1974).. \-y 
^Kn> (Tetrahedron) . 24 . 6093 (1968).. #rfS¥4-210981^i:j^R(:MO 
-nm5^\X'ct\\z-^\:^iz.-HmX'k^^t\-^o (3) X%fy^i\^\Y.^'m\t. 

U^\t'^-'i1 'jy^'^T. :3 ^ 3 > (Org. Syn. coll.) . vol. 

I . p95. i^t-:^^^ ^7' ^lti)\^ v^-xr^ (J. Chem. Soc.) ,529 
(1951). ^■t---f -y-f 7-r > 7xT i - (Monatsh. Chem.) . 119. 1427 
(1988). Rec. Trav. Chim. Pays-Bas Belg.. 70. 1054(1951) 

(BXfl) 

AxsTff^n/c-n^jt: (1 a) x%ti^n^{t^^^m^^imm'-^. iss© 
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-fiSit (lb) Tmt^^n^^t^^^m^o mmtbxii. ^z^izm^i'^i^i, 

mn^6o KftizmLXii^ -gSsC (la) (Dit-^^ i ^./K:?-t L. ( 4 ) 

(Clfi) 

AXmrm-^ntz-^^^ ( l a) T^to$^>5{l:^1^lX(iBXfSTl#'i;h/:- 

fi^sti (1 b) vmt)^n^it^^^m^^mm'prm^timmriF^Tiz7Kmruk 

TrmmMTC&lZ^^'^^ltlz^iO. -UxSC ( 1 c) Xli ( 1 d) TS-:to^;n6 

-ISit ( 1 a) X(i ( 1 b) Ofb^t^ 1 ^;Hli^L. Mii^O. 0 1-0. 1^ 
^l^^jgf^ffl-r^OTiW^ H>o 7K^m»tc(i 1 ~3riESfeT:-^'5 07)\5f i Lt^o 
Sf6SS(igiagJtT*0> Stc:U#rBl(i 10^-2 4 B#rHlSlgTlT 9 ©t:?^^^ ^ L 

<i: L T ;tt + S^^Tf 5 7 a x ^) § (k-^il^d o l > T (i . i^JilltBi Ml 
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* 16 Pjl t : # 5 Jfil t P flE If ■ f ilS'J ( i > ® S 1^ 5^ ij ffl f I ^ ffl t ^ T J® ?jr CO y y it i :. 

^m(D^(D. m^mmm. ^^m. mmm. ^^rm. ^^m. mmL mm\. 
mm. nm. miimm<DmommBm\o]mizm^t^iz[^.Lrii. tmt 

T;l/4^ >itef- h 'J T yliTo'l^momBm. miyo-y7\ y'V'^m-i^. -f 
7=>:/>. ?US^©HfltM. ^m. xf-T';>^. :^i/;r/<5'-. 7K^^|]ii?rt)^ 

1 4 



wo 97/25986 



PCT/JP97/00065 



m\mMAzm^t^f,z.nLx\i.. mttLxm^{t^^^) j^-tv yr-j 
izm^^mm^mm^m^Lxmmx^^o 

;L., •r^ad'-Jl, 7°o >r x h 4^ i>{b-< 7 7> x T 'j ;L- T n - 

.-K'j 7XxT >; >'L'T;u::3->|/> ^'')t^-yj.^iyy'jji\i^ym 

'J OA^CDpHIPIS^riJRO'mMJ. t'a^^im-f- h ^) ^l^. sl^ I. y -yr i ym 

mm. ^t9m^(D^zitmm<^mx^^o fs). zom^ 

^mfk'^mm'^mmt ?>{z^^tiA0^^^ yi^omm^^u^'j-t^i y^^mm 
m^izs'^itbsbx^x<. ^fim-^ommmmm. mm<tm. mrfimmmw'^ 

mmi:mmr^:iti)^x-^^o 

j:<. zti'him'Momtxim^mi^-x'^mizmK mm^n^o 
^k^M. mtii'^-xh. ^ 'j-i^Ro^ftimmizmn-r^mizii. m-^i^ 
m^n^mm. ^mm. mmm. immmt^'j^^mizz^i^xm-^ ^n. nmiz^tj 

1 5 



wo 97/25986 



PC1/JP97/00065 



±BmMor^^i:mimi^m'^^nt\ mMmm. B^o^m. 
0^f*> B^^mkomm^izmtx. mmti^H. ^infs^, isij^m^, pn^rs- 

m. $im. mBM^(fti fiijimom^izimni^^^n. ^mom^i~imm 

tm-^bxmmm^^n. Wi^'j^^mi-mi^xm^xmrn. li: 

^^n6:$^?^mi-z^^6it^^<Dmm. ^(Di^(D^i^mziz^i:.xmKmm^n6ij\ 

ii^-O. I ~3 0 Orag/kg/Bg{^s If* L< 0 . 5 - I 0 0 nig/kg/0glg©iliS 

mmm 

h-^xt^^B^^mmr^ ^oxaui^ 
m^m 1 

3 - [ii'x (4 h4-^7i-;t^) /f-u >] -t + i/Y > K-;u ({t^r#j 

1 ) CD-^fiJc 

t^'y-( > ¥-Jl \ 0 . 0 g ^-r h 7 li Ko 7 -7 > 1 0 0 w^dfl^j^?^ -tt. y^/^i't 
T-4. 4 ' - y h^i/^>V7 X y > 2 1 . 8 g^Snx./z^X-.^g t 6 0^-6 
imiti- h 'J A 9 . 0 g ^^jn;t7K^©^^7i^/i < o /c^^ 1 2 B*rDlliD*^jl?;t L 

1 6 



wo 97/25986 



PCT/JP97/00065 



I#'^n/cffl^^!^^ / ^ y -JlXW^^B «-fe^So1, di^iTH 1 ) 0 Id t^i- 
2 2. 8 g (i|Ri|l8 5%) ntzo m!^.RV'7cm^^ffiiHm 1 NMRSa.MS 

Z©S^,^0iJ 1 rff'infcft'^'K!) (^H^H 1 ) 2 0 g - ^ > > 
2 0 Ome^UZWM^it. $^1 6 0''CT4 BfPHltlDMLfif^. OVXi%i\lL. tl&O 
fb^f^ 1 O'^ih^B (ISe^e 2)^19. 6 g 98%) ^tz, d 2 C I R X 

-^^7 h^7FL/^o ilJ*.{i 2 0 3. 5 - 2 0 5. 5 °CT-^o/zo 

mmm 2 

2-1 5^^fi5cL/co 



wo 97/25986 



PCT/jr97/00065 



Ra 






Ra 


X 


ilti^. CO 


ymmm (%) 


' 1 

a^^B 1 ) 


OMe 


CH 


176-179 


C H K 
i+mfi 77.29 5.36 3.92 

mmm 77.32 5.23 3.93 


2 


Me 


CH 


240-241 


C H \ 
It^fi 84.89 5.89 4.30 
mm 85.00 5.75 4.24 


3 


l-Bu 


CH 


255-258 


C H N 
StW-ffi 85.05 7.63 3.42 

mmm 84.89 7.70 3.37 


4 


C£ 


CH 


206-208 


C H N 
tmm 68.87 3.58 3.82 

mmm 69.09 3.29 3.79 


5 


OH 


CH 


300 
(decomp. ) 


C H N 

%mB. 74.54 4.77 4.14 
mmm 74.55 4.55 4.03 


6 

(+2iiCie. 
7H20) 


0CH2CH2NMe2 


CH 


amorphas 


C H N 
itW-fi 51.94 7 3b 6.27 

mmm 51.89 7.17 5.88 


7 


H 


CH 


236-237 


C II n 
tmm 83.81 5.16 4.65 

mmm 83. eo 4.84 4.64 


8 

(+I/4H2O) 


GMc 


N 


amorphas 


C 11 N 
nimm 72.81 5.14 7.72 
mm 72.99 5.43 7.43 



wo 97/25986 



PCT/JP97/O0065 



S2 





N.M. R(<5ppra)/solv. 


MS. 


1 


3.84(s.3H), 3.88(s,3H). 6.51(d. IH). 6.65(1. IH). 
6.70(d, 111). 6.87(d,2H). 6.93(d.2II). 7.04(1.111). 
7.25(d.2H). 7.31(d,2H), 8. 40 (s. I H) /CDC £3 


357 
(ED 


2 


2.37(s. 3H). 2. 43(s.3H). 6.47(d. Ill), 6. 65(1. IH). 
6.73(d, IH). 7.07(t, 111). 7. 13-7. 26 (ni. 811). 
7. 79(s. lH)/CDCi3 


325 
(ED 


3 


1.33(s.9H). 1. 38(s.9H). 6.37(d. IH). 6.64(1. IH), 
6.74(d, IH). 7.07(t.lH). 7.2I~7. 44(a8H). 
7.71(brs. ]H)/CDC£3 


409 
(EP) 


4 


6.47(d. IH), 6.70(t,lH). 6.72(d.lH). 7.13(1. IH). 
7.25(d,2H). 7.32(d.2H), 7.33(d.2H). 7.42(d.2H). 
8. 05(s, 1H)/CDC^3 


366 
(FAB*) 


5 


6.29(d. IH). 6.59(t.lH). 6.69(d.lH). 6.72(d, IH). 
6.84(d,2H). 6.99-7. 10 (ia6H). 9. 79(bi-s. IH). 
9. 91 (bi s, IH). 10. 33(s. LH)/DMSO-d 5 


329 

(Er) 


6 


2.34(s,6H). 2.37(s.6II). 2.75(a4H), 4.12(in.4H). 
6. tiO(d. IH). 6.66(1.111), 6. 75(d, IH). 6. 8/(d. 2H;. 
6.94(d.2H), 7.06(t, IH). 7.23(d.2H). 7.29(d.2H), 
B.07(brs. IH)/CDCi3 


471 
(ED 


7 


6.37(d, IH), 6.64(t,lH), 6.69(d. IH). 7.07(t. Ill), 
7. 30-7. 45(ni. lOH), 8. 26(s, 1H)/CDC £3 


•298 
(FAB*) 


8 


3.86{s.3H). 3.87(s,3H), 6.92(ni.6H). 7.32(in.5H). 
8.04(m. 1H)/CDC£3 


359 
(FAB*) 



wo 97/25986 



PCT/JP97/00065 



Ra 






(R4)„ 


Ra 


CO 


7tm^m§. (%) 


9 


5-C02Et 


Me 


236-237 


C H N 
nmU 78.57 5.83 3.52 

nmm 78.67 5.79 3.26 


10 

(+1/2H2O) 


5-NMe2 


OMe 


164-166 


C 11 N 

tmm 73.33 6.] 5 6.84 

mm 73.15 5.91 6.90 


11 


5-F 


OMe 


]78~179 


C 11 N 
nmi. 73.59 4.83 3.73 
mm. 73.75 4.67 3.74 


12 


5-CF3 


11 


225-226 


C H N 
nmU 72.33 3.86 3.83 

mmm 72.42 3.60 3.83 


13 
(+H2O) 


6-NH2 


Me 


248-250 


C 11 N 
mm 77.07 6.19 7.82 
mm 76.78 5.85 7.56 


14 


5. 6-(0Me)2 


OMe 


200-202 


C H N 
fifmi. 71.93 5.55 3.36 
HilliHi 71.89 5.63 3.25 


15 

(+I/IOH2O) 


5-(p-MeO-C6H4-NHCO) 


Me 


244-246 


C H N 
stmfi 78.17 5.54 5.88 
78.09 5.44 5.82 



2 0 



wo 97/25986 



PCT/JF97/00065 



S4 





N. MR(oppni)/solv. 


M. S. 


9 


1.24(t.3ii). 2.38(s.3H). 2.44(s.31l}. 4. 18(q.2H), 
6.60(d. IH), 7.17(d.2H). 7.19(d.2H). 7.23(d.2H). 
7.27(d.2H). 7.28(s, IH), 7. 78 (d. 111). 
8.96(s. 1H)/CDC£3 


397 
(Er) 


10 


2.59(s.6H). 3.84(s.3H). 3.85(s.3H). 6.02(s.lH). 
6.55(d.lll). 6.G3(d. IH). 6.85(d.2H). G.95(d.2Il). 
7.28(d.2H). 7.33(d.2H). 7.48(brs, 1H)/CDC£3 


400 


11 


3.85(s.3H). 3.89(s.3H). 6.23(d. IH). 6.66(d. IH), 
6.78(t.lH). 6.87(d.2H). 6.95(d.2H). 7.23(d.2H). 
7.30(d.2H). 7.65(s. IH)/CDC£3 


376 
(FAB^) 


12 


6.53(5.111). 6.71(d.iH). 7.25'-7.51(ni. IIH). 
8.64(brs, 1H)/CDC^3 


365 
(ED 


13 


2.30(s.3H). 2.37(s.3H). 3.39(m,2H). 6.00(ia2H). 
6. 21 (s. Hi). 7.07(s.4H). 7.09(d.2H). 7.25(d.2H). 
10.24(s. IHVDMSO-de 


340 
(EI*) 


14 


3.44(s.3H). 3.82(s.6H). 3.85(s.3H). 6.04(s.lH). 
6.35(s.lH). 6.86(d,2H), 6.95(d.2H). 7.26-7.36 
(ra.4H). 7.65(s.lH)/CDC^3 


418 
(FAB') 


15 


2.33(s.3H), 2.35(s,3H). 3.72(s.3H). 6.83-6.95 
(ra.4H). 7.14(s.4H). 7.16(d.2H). 7.29(d.2H), 7.52 
(d.2H). 7.70(d. IH). 9.70(s.lH), 10. 74(s. IW/DMSO-de 


474 
(ED 



2 1 



wo 97/25986 



PCT/JP97/00065 



1 - i;^ >i "f- Jir I y j^f-Ji - 3 - {'\ - / V^-i^'y x >' f- u j - 

m^in 1 3 - [ fx ( 4 - y h 4^ -> 7 X y f- U > ] -irA-'y<l' 

faOtliiiYb-g-^I^ 4 . 6 g (i|5^^ 7 0%) nfz. il!.'i';&?>7C^5tt/f1i&'(iS 5 
17-24 ^-^fiJcL/io 



wo 97/25986 



PCT/JP97/00065 



OMe 






R3 


CO 


Timmm (.9o) 


16 
(+HCi?) 


CH2CH2NMe2 


217-221 


C H N 
It^M 69.74 6.29 6.02 
m»m 69.46 6.44 5.89 


17 


Me 


201-203 


C H .\ 
it^fi 77.61 5.70 3.77 
mm 77.66 5.61 3.72 


18 

(+I/2H2O) 


CH2C02Et 


aiiiorphas 


C K N 
Itmii 71.67 5.79 3.10 

mmm 71.90 5.55 3.09 


19 

(+I/3H2O) 


CH2CO2H 


206-209 


C H N 
tfm^ 71.25 5.18 3.32 
ll*ffi 71.23 5.20 3.18 


20 

(+I/6H2O) 


CH2C0N'Me2 


207-208 


C H N 
tfnm 72.79 5.96 6.29 
mm 72.79 5.77 6.15 


21 

(+I/2H2O) 


n-Bu 


oil 


C II N 
$mm 76.25 6.68 3,32 
mm 76.71 6.40 3.02 


22 


(CH2)5C02Et 


oil 


C H H 
imm 74.53 6.66 2.80 
mm 74.31 6.79 2.83 


23 


P-Me0-C6H4-CH2 


amorphas 


C 11 K 
It^fi 77.97 5.70 2.93 
mm 77.89 5.69 2.85 


24 


p-Me02C-C6H4-CH2 


amorphas 


C H ^! 
ItW-fi 76.02 5.38 2.77 
mm. 76.01 5.31 2.76 



2 3 



wo 97/25986 



PCT/Jr97/0OO65 



^6 





N. M. R(<5ppm)/solv. 


M. S. 


16 


4.10(t.2H). 6.37(d.lH). 6.73(1. IH). 6.89(d.2H), 
7.05(d.2H). 7. 16-7. 26(ni. 6H). 10. 54(bi-s. im/DMSO-de 


.190 

(FAB*) 


17 


3.22(s.3H). 3.84(s.3H). 3.88(s.3H). 6.56(d.lH), 
fi Tfift IH) fi 77(d 111) 6 88(d. 2H) 6 93(d, 2H) 
7. 14(t. III). 7.25(d,2H). 7.28(d. 2H)/CDC£3 


372 
(FAB') 


1 Q 
lO 


1.26(t.3H). 3. 84 (s. 311). 3.88(s.3H). 4. 21 (q, 211). 

6. 87(d.2H). 6.94(d.2H). 7.12(1, IH), 7.25-7.31 
(ni.4H)/CDC£3 


444 


10 


3.82(s.3H). 3.88(s.3H). 4.52(s.2H). 6.60(d. IH), 

7. 12(t. IH). 7.26{d.2H). 7.29(d.2H). 8.89(brs. IH) 
/CDC £3 


416 
(FAR*) 


20 


2.95(s.3H). 3.07(s,3H). 3.83(s.3H). 3.88(s.3H), 

4. DDCs, ^sH;. b. Dolu, iiU, o. /Ui.t. iny. D. ni)(.G. ill/', 

6.87(d.2H). 6.93(d.2H). 7.11(1. IH). 7. 28 (in. 4H) /CDC £ 3 


442 

\L\ } 


21 


0.94(t.3H). 1.39(six.2H). 1.66(quint.2H). 3.72(l,2H), 
3.83(s.3H), 3.88(s.3H). 6.55(d.lH). 6.68(1.111). 6.78 
(A OHI fi RTCH 9H) fi qfi(rt ?H) 7 2S{d 211) 7 ''9(d 2H) 

VOl ifilj » 0. 0 1 VU, CllJ » U. v/U\U( £.11/ . 1 . 4.^/ VU, 4.11/ . 1 . 4.v/\U. CI 1 ' 

/CDC £3 


413 

(ET) 


22 


1.23(t,3H). 1.40(m.2H). 1.66(ni.4H). Z28(t.2H). 3.72 
(t.2H). 3.84(s,3ll). 3.88(s.3H). 4.lKq.2ll). 6.56 
(d IH) 6 69(t. IH). G.77(d. IH). 6.87(d.2H). C.93 
(d!2H); 7.12(t. IH). 7.25(d.2H). 7.28(d.2H)/CDC£3 


499 
(HI') 


23 


3.75(s.3H). 3.83(s.3H). 3.87(s.3li). 4.87(s.2H). 6.54 
(d.lH). 6.67(ni2H). 6.82(d.2H). 6.89(d.2ll), 6.92 
(d.2H). 7.02(1. IH). 7.26(d.2H). 7. 27(d. 211). 7. 32(d. 2H) 
/CDCie3 


478 
(FAB') 


24 


3.84(s.3H). 3.88(s.3H). 3.89(s.3H). 4.99(s.2ll). 6.60 
(in,2ll), 6.68(1. IH). 6.89(d.2H). 6.94(d.2ll), 7.02 
(t.lH). 7.27(d.2H). 7. 33(d. 2H). 7.39(d.2H). 7.97 
(d. 211) /CDC ^3 


505 
(El') 



2 4 



wo 97/25986 



PCT/JP97/00065 



m^m I T1f-^c 3 - [ h":;^ ( 4 - y h + -> 7 X ;l ) / 5^ b > ] - ^ + >- Y > 
D^'f K 3. 2 g ^][lDx./c?^:lJg<t L, 6 0 96 vK-^rfb h 'J ^ A 

1^!)^^ ^ y - ATH^^B^B Lfxfei^H^H©^ieri:^ti^3 . 9 g oiim 60%) w/co 

6 



wo 97/25986 



PCT/JP97/O0065 



S7 



OMe 




R3 





R3 


Si^. rc) 




25 


p-Me-C6H4-S02 


166-167 


C H N 
ItWIS 70.43 4.93 2.74 

mmm 70.59 4.82 2.70 


26 


p-Men2C-C6ll4-C0 


210-211 


C II N 
f.mm 73.98 4.85 2.70 
H^HiS 73.81 4.68 2.74 



^8 





N. M. R(6ppin)/solv. 


M. S. 


25 


2.40(s,3H), 3.83(s.3H). 3.86(s.3H), 6.55(d. IH). 

6. 77-6. 92(111. 5H). 7. 13-7. 28(ra. 7H). 7. 97 (ni, 3II)/CDC £3 


512 
(F.AH-) 


26 


3.79(s.3H). 3.90(s.31l). 3.93(s,3H). 6.68(d. 110. 
6.80(d.2H). 6.88(1. IH). 6.95(d.2H). 7.19-7.27 
(I11.5H). 7.76(d.2H). 7.88(d. IH). 8. 07(d. 2H)/CDC£3 


519 
(ED 



2 6 



wo 97/25986 



PCT/JP97/O0065 



m^m 7 

3- [fx (4-y h^iyys.-)i) >(--f-j:l -ir^'j^y Y - ji ai^^tt!) 
2 7) 0^fi5<; 

Iliit/fiJ 1 3 - [ li'X ( 4 - y h + i/7 X ^A) y^U>] - :r+i-'<> 

K-A 5. 0 g^/ ^ y 1 0 0m^4'«:Snx.. 1 0 :y^Z.^^^jii!^:!l.?i: 
tT3mE©7K^rI 2B$rD']^^gTfl^Mii7c^^f ^/lo Si&^^Tf^to^X^-t ^ -< 

*f Jlil y U9 V :7"'7 7 ^ - (gt^x^^U : n -^ + -y->= 10 0: 1 ) TlTii 
W:L&m^^B(Dmmt^^^^o . 1 g (JlK^l 0 0%) ?#/io ^.*;^^C>fc^5tfii 



wo 97/25986 



PCT/JP97/00065 



S9 



Ka 






Ra 


it* CO 




27 


MeO 


180-181 


C H N 
mm 76.86 5.89 3.90 

mmm 76.74 5.82 3.86 


28 


Me 


190-191 


C H i\ 
ft^fi 84.37 6.46 4.28 
mm 84.26 6.45 4.25 



mi 0 





N. M. R( oppni)/solv. 


M. S. 


27 


3.68(s.3ll). 3.72(s,3H). 4.37(d.lH). 4.66(d. IH). 
6.61(d.lH). 6.76(e4H). 6.85(d.2H). 6.97(d.2H). 7.13 
(niSH). 10.21(s.lH)/DMS0-d6 


358 
(FAB") 


28 


2.23(s.3H). 2.33(s.3H). 4.30(d.lll), 4.85(d, IH). 
6.71(l.2H). 6.83-6.96(a5H). 7. 13(in.5H). 8.01(s. JH) 


328 
(FAB*) 



wo 97/25986 



PCT/JP97/00065 



- 4 ' - f- A 7 X - 5^ U > - :^ + :> ^ > K - ;L ( ft^ 2 9 ) ^' 

3 2. og (ii)^i?i8 2%) ^^L/r m^.^vfTtm'jmmm \ i nmrs 

IMit^^2 9 (2 2. 0 g) ^ y --'U 0 0 Om^4'(:Iin^?lM 5 O/n/^^- 
5?ti?-h h 'J AT-^'J^L^iLfCo f#^^/c*fltR5c<l^^i/ 'J V A y; 9 a -r 

i}<i^^'^^BX i 6. 7g (W7 3. 2%) 'i^^^i1fz. m.^.RO'ftmyfmmitm 

I III. NMRZ^O'MSX^;? h Af-'-^'liS 1 2(:^rvU/Co 



2 9 



wo 97/25986 



PCT/JI'97/00065 



mi 1 



Me 






Rb 


M!^. CO 


7tm\m (%•) 


29 


H 

(Z isomer) 


260 
(decomp. ) 


C H ti 
imfi 75.81 4.98 3.84 
mm 75.71 4.86 3.76 


30-1 


Me 

(Z isomer) 


230-231. 5 


C H N 
tmm 78.03 5.18 3.79 
mm 78.20 5.10 3.79 


30-2 
(I/6H2O) 


Me 

(E isomer) 


218-219 


C H N 
77.40 5.23 3.76 

mmm tjaq 5.15 3.67 



2 





N.M. R(oppni)/solv. 


.M. S. 


29 


2.42(s.3H). 6.47(d. IH). 6.62(t,2H). 6.87(d, IH). 7.11 
(t.lH). 7. l4(d.2H). 7.28(d.2H). 7.47(d.2ll), 7.99 
(d.2H). 9.45(s.lH)/ACETN-d6 


355 
(1:1*) 


30-1 


2.43(s.3H). 3.91(s.3H). 6.56(d.lH), 6.67(1. 2H). 7.09 
(t. IH). 7. 19(d.2il), 7.23(d.2H), 7.39(d.2H), 8.01 
(d.2H). 8.36(brs.lH)/CDC£3 


369 
(El^) 


30-2 


2.38(s.3H). 3.96(s.3H). 6.28(d,lH), 6.62(1.110. 6.74 
(d.l[l). 7.07(d.lli). 7.16(d,2H). 7.23(d.2ll), 7.41 
(d.211). 8.10(d,2H). 8. 36(brs. IW/CDCj^s 


369 
(El') 



3 0 



wo 97/25986 



PCT/JP97/00065 



m^m 1 0 

3 - ( 4 - .^^ h + -y^ >■ 'J f-' >) -t^'-y^ > r-A C it'^'^ 3 1 ) O^j^ 
t^->^yV'-fl2. 0 g^x^ / -A 4 07n/?(:?$P^-tr. MrJgTp - Tr-.xT- 
^L'f-' t K 2 . 0 g ^^)D^/~^^ t'-^ 'j > 1 . 5 m^^m ^ 1 3 l t^c 

MliS 1 3(1. NMRSa'MS;^^i7 h^Ux-^iil^- 1 4(:idifeL/Co 
Mit^!»Jl 1 

m^uii!,mwM^m\'^rm^m I o tmmoiyi^kic^i)^ s-i s&lki 4(:f; 



wo 97/25986 



PCT/Jr97/OO065 



1 3 



Cxi 





R2 


m.^. (°c) 




31 




190 


C [l N 
gf^lE 76.48 5.21 5.57 
HS'M 76.68 5.06 5.61 


32 


^OMe 
^OMe 


208-210 


C H N 
!t»M 68.^68 5.09 4.71 
mm 68.71 5.14 4.65 



SI 4 





N.M.R(<5ppni)/solv. 


M S. 


31 


3.87.3.88{^14f*s.3H). 6. 85(d. 111). 6. 95-7. 07 (ra. 311). 
7. 19(t.lH), 7.50(d.2ll). 8.05(brs. IH), 8. 36 (d. 211) .'CDC f 3 


251 
(ED 


32 


3. 92. 4. 01 (llttf*s. 6H) . 5. 89. 6. 01 (Uttf^s. 1 H) . 6. 86- 
7.26(iii.4H). 7.47~7.53(ra,lH). 7.77(s.lll). 7.92(s. IH), 
8.25.8.41(mttf*s. 1H)/CDC^3 


297 
CED 
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vii^m 1 2 

3 - [ If- X ( 4 - T i y 7 i - A ) y u > ] -t-^-y^ > K - ;l ( ft-^t^j 

3 3) (D^f^ 

X -r I JlT)lo-Jl2 0 OmSf^lzQ 7 %-t^'y-< > V-fl \ 2. 9g. 4, 

4 ' - T ^ y ^ > 7' 7 X y > 2 0 . 0 g . /7 ij A - t - 7' h 4=- 

2 6. 4 3 g^f5AT. Sfe7K^S<J:LT^-b4^ivy-7X4 AJ-i^N-tr 1 2 

BtPtfiiSrjftL/co ^©f^i-^iPLs 3 5 %i^m2 5 g^7j< 2 0 0 g rmmifiiKmn^x. 
'<^^ntzm.'^^B^T-\z h ymi^bn&^^B ^. 6 g (iri?^ i 5 %) ^m^o m*. 

mmm 1 3 

3 - [fx ( 4 - ^ y ^ W 7 X ^ ;t ) ^ U > ] - :t ^- •> < > K - A (it 
^1^3 4) ^^f&bfzo 



3 3 
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5 



R 






R 


CO 


Tzmtm (%) 


33 


NH2 


>300 


C H iN 
tmm T?.04 5.23 1^83 
mmiB. 75.26 5.13 12.39 


34 


NMe2 


IBOCdecomp) 


C 11 i\ 
It^fi 78.30 6.57 10.96 

mmm iq.oi 6.66 lo.ss 



1 6 





N.M.R(<5ppin)/solv. 


MS. 


33 


5.65(s,4H). 6.39(d. IH). 6.45(d.2H). 6. 54-6. 59(iii 311). 
6.70(d.lH). 6.88(d.2II). 6. 92-6. 97(in. 3H). 7.43(d. IH) 
/DHSO-de 


327 


34 


3.03(s.6H). 3.06(s.6H). 6. 62~6.76(ni.7H). 7.00(aIH). 
7.22(d,2H), 7.29(d.2H). 7. 65(s. IH)/CDC£3 


383 
(ED 
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mikm 1 4 

3 - ( - 2 - t' U - y f- U > ) -t^->^- y h' - ;l ( (t^*^ 3 5 ) CD-"^ 

R^Sf 5 0 mS^ (I 9 7 % ^ + -> > K - >'b 4 . 2 g . - 2 - t° ') y Jl h y 
5. 0 g. fftKT>^r.O/. 2 0. 9g^f5AL. 1 0 O'CT 1 2«^fa]l]n*Mrco 

^6. 4g (iR^7 8. 8%) m^o m^^^RD^jtm^mimm \ nz. nmr:& 
m^m 1 5 

3 - 2 - t°'J ^^-'L'- /^l^ >) - 5 -X h^-yt/Jlyr^-Jl-t^y-f > K 

-^L 6) ^i^^Lfzo 

1 6 

3 - ( y- i^Ji- Z'f'iyy ) - 5 - :fj jv^:^ ~y Ji - t ^- -> y ]<' - Ji 

7) cD^fiJc 

9 6 %7j<:aifb-f h A 2 . 5 g ^jQ^/c / ^ y - ;i : 7j< = 1 : 1 rgdS; 5 0 t^/^ 
4'(l-^ljfcL/c 3 - (i^- 2 - h'U i^-*!.- y f- U >) - 5 At-~Jl - 

ri^^bltfe^B^HCD^Eft-^tl^2. 2g (i|Kl|i4 7. 5%) ?f/co i^J.*;^af£ 
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R 


aifi CO 


Ttrn'T^m (%) 


35 


!l 


207-210 


C H N 
smm 76.24 4.38 14.04 
mm 76.41 4.08 14.07 


36 


CO2EI 


241-243 


C H N 
tmrn 71.15 4. 61 11.21 
mm 71.17 4.32 11.33 


37 


CO2II 


277-279 


C H N 
ItM 71.15 4.61 11.21 

mmm 71.17 4.32 11.33 
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N.M.R((5ppiii)/solv. 


MS. 


35 


6.32(d.lH). 6. 66-6. 70(111, 2H). 7.12(t.lH). 7.27(ialH). 
7.36(ni.lH). 7.56(d. IH). 7.64(d.lH). 7. 71-7. 79(iii. 2H). 
8.02(s.lH). 8.65(d, IH). 8. 74(d. IfO/CDC £3 
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(ED 


36 


1.28(t.3H). 4.21(q.2H). 6.75(d.lH). 7.04(s.lH), 7.29 
(I. IH). 7.41(1, IH), 7.53(d. IH). 7.63(d, IH), 
7.75(t.lH). 7,81-7.88(in,2H), 8. 17(s, IH), 8.67(d, IN). 
8.79{d, 1H)/CDC£3 


371 
(ED 


37 


G.83(s.lH), 6.89(d.lH). 7.33(1. IH). 7.49(l.2H), 7. 67 
(d. IH), 7. 77-7. 81 (ID. 211), 7.93(t.lH), 8.52(d. IH). 
8.69(d,lll), 10.94(s. lH)/DMS0-d6 


343 
(EIV) 
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m.^. CO 


Ttmmm (?-<;) 


38 




209-211 


C H N 
f,mm 75.66 4.54 12.60 
%mm 75.75 4.21 12.57 


39 


V 


182-184 


C H N 
;ltl?fi 75.66 4.54 12.60 
Hffl'Hi 75.39 4.35 12.47 


40 




228-230 


C H N 
75.66 4.54 12.60 
mm 75.72 4.23 12.60 



2 0 





N.MR(5ppnO/solv. 


M.S. 


38 


6.87(d. IH), 6.99(1.111). 7.29(t. IH). 7.48(1. IH). 7.57 
(S.1H). 7.88(d.lH). 7.96(1. IH). 8.89(d.lH). 9.00 
(d.lH). 10.63(brs.lH)/DMS0-d6 


223 
(FAB' ) 


39 
E and Z 


6.86(t.lH). 6.89(d.lH). 7.25(t.IH). 7.37(d. IH). 7.56 
(dd, IH). 7.63(s. III). 8.12(d.lH). 8.65(d. IH), 8.87 
(s.lH). 10.67(brs.lH)/DMS0-d6 

6.86(01 IH). 7.01(1. IH). 7.25(t,IH). 7.49(d. IH). 7.72 
(d. IH), 7.83(s,lH). 8.58(d. HI). 8. 90(brs. IH). 9.19 
(s.IH), 10.67(brs.lH)/DMSO-do 


222 
(ED 


40 
E and Z 


6.84(1. IH), 6.89(d. IH). 7.27(t. IH), 7.36(d. 111). 7.56 
(S.1H), 7.63(d,2H). 8.72(d.2H). 10. 70(bis, lH)/DMSO-d(; 

6.86(iiilH). T.OKt.lH). 7. 26(iti, IH). 7.73(d.2H). 7.70 
(S.IH). 8.1i(d. IH). 8.67(d.2H), 10. 70(brs. lH)/DMS0-d6 


222 
(ED 
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]RZJ2 2 (I^Ff {b^t! 4 1-44 ^^R^ L/io 
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ox 

H " 





R 


St^. CO 




A 1 




1 9q~i Qf) 


C H N 
74.98 5.39 12.49 

-^m'JllS. 1 J. Co J. ic. 


42 




142-143 


C H N 
mm 74.98 5.39 12.49 
H/H'lii 74.93 5.24 12.41 


43 




201-205 


C H N 
nmM. 74.98 5.39 12.49 
"mm 74.28 5.23 12.30 


44 




116-118 


C II N 
lt»(i 75.87 5.97 5.53 

nmm. 75.99 5.89 5.53 
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N. M. R( (5ppm)/solv. 


lis. 


41 


3.0I(dd.lH). 3.42(dd. IH), 3.99(d, IH), 6.57(d. IH). 
6.76(d.lH). 6.78(t,lH), 7.10(1.111). 7.24(m.2H). 7.70 
(t.lH), 8.50(d.lH). 10.4](brs. lH)/DMS0-d6 


224 
(Eir) 


42 


3.07(dd,lH), 3.30(d. IH). 3.85(d. IH), 6.70(d, 111). 
6.89(t.lH). 7.04(d.lH). 7.11(t. IH). 7.21(d. IH), 7.50 
(d.lH). a28(s.lll). 8.34(d. IH). 10. 31(s. lID/DMSO-de 


2''4 


43 


3.03(d,lH), 3.30(d.lH). 3.90(d.lH). 6.74(d. IH). 6.87 
(l.lH). 6.98(d.lH). 7. 12(t. IH). 7.15(d.2H), 8.38 
(d.2H), 10.36(s. lH)/DMS0-d6 


224 

{En 


44 


2.89(d, IH). 3.24(d.lH). 3.65(s.3H). 3.73(d. IH). 6.72 
(d.lH), 6.75(d.2H), 6.84(1. IH). 6.89(d. 111). 7.03 
(d.2H). 7.08(1.111). 10.27(bi s, lH)/DMS0-d6 


254 
(FAR*) 
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XXx-f ^ 3 > (J. Clin. Invest.), 85(1990)2004iSI5c(D^&(ii|fe 
i^TO ( 1 ) SC> ( 2 ) ©^^^if o/Cc 

( ] ) §^mi5m 

^?i^TLTiSI^L/co ^BtmM. 0. 5 9oy^;l.-t;bD-;?.(:!g?SL. 10;/./' 

L/co IS^^* 2 3 IllSTo 
^/c, it^Jfb^'HBt UTTEfb^!^ (a) - (d) ^ffll^/co 
(a) ^#gfW 6 - 1 3 5 8 2 9 ^i^^lREilOfk^f^l {Vyz.^7.V) 

( b ) #F?^Hg 6 2 - 2 9 5 7 0 ^(k%mmo:>\t^^ 

( c ) 7 - 1 0 8 9 0 0 ^'2::%mWLO\t'^% 

(d) tfrf3¥ 6 - 5 0 1 4 9 A°'2:im\Lmo\\:^^ 
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1 \ 'V 1 r N 1) / 


1 

i 

(iuHH 1 ) 


100 


33 

46. tt 


2 


30 
100 


36.5 
.f^ 3 






14 R 

14. O 


0 




\A 1 
I'l. f 


7 


oU 


O'i. ^ 


Q 
0 






(I 
J 




9r) fi 


U't 


■j\J 


14. O 


lo 




lU. J 


In 




91 1 
^i. 1 


I i 




90 ^\ 


10 


ou 


J'l . O 




OkJ 


7.2 




30 


28.0 


94 


30 


35. 1 


25 


30 


7.6 


27 


30 


19.7 


28 


30 


28.4 


31 


30 


40.0 


32 


30 


34.0 


a 


30 
100 


7.1 
18.1 


b 


30 


- 26.0 


c 


30 


-8.6 


d 


30 


-0.1 
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( 2 ) mkii'& 

1 3-1 4ii(l^©£ttiS. D. 77h^ffll^fcc x--f;L|^@^T(:T. tx^^"^ 



2 4 





t^^l (mg/kg) 


mmm (%) 


3 3 


3 0 


3 2. 7 


3 5 


3 0 


3 6. 8 


3 8 


3 0 


4 2. 0 



^^li. mm^^x$>6itmit^^ (b) ~ (d) izttLr^mizmitzfk'^- 
i^mmmnmi'^m^'^L. j^^rm'^xh^v^y^^xh (^mt^<^ (a.) ) 



mm I mm 

it^^ 1 (ISh^b 1 ) 



2 0 Omg 
5 Omg 
5 0 mg 
1 5 mg 
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X -f ;l -tr .fL a - X 



4 7 mg 

2lTlg 

2 nig 
3 Onig 
4 mg 



{b-^1^ 2 3 0 Omg 

?L tl 5 4 Omg 

h't7^-n3yf-'>7'> 100 mg 

/N^- KD+y7°n eA-t;L D-X 5 Omg 

;L I 0 mg 

iSt!tl$B^B-tAP-X 
X'T-T ') >i?v^'t^i/0/^ 

%m\ 4 ff.W^riJ 
<t^t)2 3 
tlfk^h h 'J -^A 

( 1 T>:/;l/^fc') 2mg) 
it^^o 9 2 0 Omg 



2 0 Omg 
3 Omg 
5 0 mg 
I Omg 
3mg 

1 tiy-tJi^tiio 2 9 3mgo}fjy-b iim^um 



1 0 Omg 
3 . 5mg 
ii m. 
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mm&m e o g 

/< y t K □ 4^ y^S§S$ 7°D t' A 5 mg 

ft-^t) 3 3 3 0 0 mg 



y-AlyutiS) 1 4 0 Omg 

(PTC A) m^iSsLmmm'^. mamit. ^.mmmmm. ik'Si}m^(Di^mn]in.^ 
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1 . M-^^^ ( 1 ) 




( 1 ) 



A ^ ^- ym^^ Lx ^ xi^y :t. ^ fiBxit-m^m t L-cmjLT )i ^ Jim. m^r 

jl D ^ •>S, iS^RT T i y T n i^S. /KISfS. r ^ y fSiS r ;l + 
>'i/T ^ y y >il^, MT ;u=3 + iyti )i-:r::=- 4S?T L < (i ^'4- ■> 'i 

(b) R' i)<m^^t IXimr AJf- Jim. fS^ST/.n + i/S. f[?;mT4 + /L 
T ^ y T;i.n:^i/S, 7j<g§S. rum. imr ji^-jiT i /m^< lt^^aY> 

m^^-^ix ^-fi^xitm^mtiximr ji ^jim. mx r ;i ^ 4- 

y ffi. '^o y »^-7-. MT 7b n 4- y L \ Itti Jl ^-ft-t- A 
UTt. J:t^h°'J >^7UST$)-&ii'fr : R' (i^J^S <!: LTM T 7Ui;, 

A D f&fRT 7l/4'-7L T ^ y 7 71:3+- ->^. f6;^KT 'lO^-yt Jl ^t^^ /Li;, 

^bxhxi^y x~)imx(i mmm ttximr ji^ji^. im tjio -t- •> 

4 8 
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2. -(JJxC (1)4^. R' 75<7J<^I^^^^fL. R= 7i<gj$^S<!: LT7Ki5^?ffiS^L -: 

3. -fj^it (1)4'. R' ^-^t-'j -:JJim. A -/ h^->y s.::-)imXli3. 5 - 

4. -l5xC (1)4', R' XliR' lilBl-Xii^-^cCoT. gmSiLTMT^L 
+ 7U^, MT;ur! + '>S. famT;i/+;i/T i y 7/113 4=- i^S, /J<B$S. y 

xumt^mtLxy )im±izmR 7 ;i 4-- vn^ir-r o ^ > t- > x a 7 + - n 

S^^L. R^ ^<7HmW.^. Tiym. Ji^^^-y Jim. mjkr ji^ht i J 

A 9 
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T ^ liij- / ^ jitiJi^<'^-( fim^'^Lx io XI ^mi^T !i ^ Jim. mp.Bt 

t T 7 i X yl.^± (r / h + •> A ;Kx ;i S^Wf ^^y-yfl'^X tLX 
7iXA^±(iy f-;l,g<^WT'5^>-t >xyL7 tx7lS^5f.L. 7?^7K^I>?; 

*^I»a1^JH 4 3[im®[f[il=[*lMllli]i$tJSiJo 

6. -i^xst: (1) "1'. R' X(iR' fm-xur^^i-.X. L"'j> ;u 7xx.'i, 
h 'J 7'^;l.7 ix;b, y h4'-->7 xx;i., h Kd + ^ 7 x x;l >^ y ^ n 
T ^ y X h + i/7 xx;US^^L. RMi/Jc^l^T. ^^^L, /h-ti//7A^x 
;[/'^>^A. X h + i/:^;^4?x;t//f^;l/, f'^UT ^ y x^A, y ^ 

(i^K^l^i^. T^y, ij JiyiiA'yJl. -J / AT i / lias, h ^ ■> fj Jl 

:imm<-m'^^x$>m>!^m 5 Eacjia^^i^oioGi^trpf^j^ijo 

8 . m^m 1 - 6 m^rtxij- 1 iiiai5i(;):t-ti^f > v-}im^i^x{t^(DiURa- 
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